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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )IEI Responsive to communication(s) filed on 28 June 2004 . 
2a)[X] This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) 0<] Claim(s) 21-63 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) [X] Claim(s) 21-63 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) Q The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-1 52. 

Priority under 35 U.S.C. § 119 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Applicant s s Arguments 

A request for continued examination under 37 C.F.R. § 1.1 14, including the fee set forth 
in 37 C.F.R. § 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 C.F.R. § 1.1 14, and the fee set forth in 37 C.F.R. § 
1.17(e) has been timely paid, the finality of the previous Office action has been withdrawn 
pursuant to 37 C.F.R. § 1.1 14. Applicant's submission filed on 28 June 2004 has been entered. 

Applicant's arguments, filed 28 June 2004, have been fully considered but they are not 
deemed to be persuasive. Rejections and/or objections not reiterated from previous office 
actions are hereby withdrawn. The following rejections and/or objections are either reiterated or 
newly applied. They constitute the complete set presently being applied to the instant 
application. 

Claims Under Examination 

Claims herein under examination are claims 21-63. 

Claims Rejected Under 35 U.S.C § 112 1 st Paragraph 

Lack Of Enablement 

The rejection of claims 21-63 under 35 U.S.C. § 1 12, first paragraph, as failing to comply 
with the enablement requirement are maintained for reasons of record. The claim(s) contains 
subject matter which was not described in the specification in such a way as to enable one skilled 
in the art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention, wherein the "rules" for the "rules database" and/or derivation of said "rules" are absent 
from the specification. 
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Applicant argues that it is not necessary for the specification to provide a detailed 
description of exactly how to derive each rule in the rules database because a person of ordinary 
skill in the art is already capable of deriving the rules to be used for the rules database and 
further submits the declarations by Charles Boucher, Ph.D. and Andrea de Lucia, M.D. 
addressing this subject. Applicant's arguments are found unpersuasive. With respect to the 
declarations presented Applicant is directed to M.P.E.P. section 2164.05: 

Applicant may submit factual affidavits under 37 CFR 1 . 1 32 or cite references to show what one skilled in 
the art knew at the time of filing the application. A declaration or affidavit is, itself, evidence that must be 
considered. The weight to give a declaration or affidavit will depend upon the amount of factual evidence the 
declaration or affidavit contains to support the conclusion of enablement. In re Buchner, 929 F.2d 660, 661, 
18 USPQ2d 1331, 1332 (Fed. Cir. 1991) ("expert's opinion on the ultimate legal conclusion must be 
supported by something more than a conclusory statement"); cf. In re Alton, 76 F.3d 1 168, 1 174, 37 USPQ2d 
1578, 1583 (Fed. Cir. 1996) (declarations relating to the written description requirement should have been 
considered). 

Therefore, the Examiner will consider only the factual evidence provided. 

The following factors have been considered regarding Applicant's argument(s) and 
declaration in determining whether a disclosure would require undue experimentation have been 
summarized in Ex parte Forman , 230 U.S.P.Q. 546 (B.P.A.I. 1986) and reiterated by the Court of 
Appeals in In re Wands , 8 U.S.P.Q. 2d 1400 at 1404 (C.A.F.C. 1988). The factors to be 
considered in determining whether undue experimentation is required include: (A) the breadth of 
the claims, (B) the nature of the invention, (C) the state of the prior art, (D) the level of one of 
ordinary skill, (E) the level of predictability, (F) the amount of direction provided by the 
inventor, (G) the existence of working examples, and (H) the quantity of experimentation needed 
to make or use the invention based on the content of the disclosure. The Board also stated that 
although the level of skill in molecular biology is high, the results of experiments in genetic 
engineering are unpredictable. While all of these factors are considered, a sufficient amount for 
a prima facie case are discussed below. 
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(A) The breadth of the claims 

Applicant asserts the breadth of the instant claims is narrow. This is disagreed with on 
the grounds that the instant claims recite the limitation "wherein the rules database comprises a 
number of associated rules for each available drug for treatment of the viral disease, each rule 
indicating the suitability of the drug for treatment of a specific viral genotype" which provides 
broadly the derivation of "rules" by a core committee from the literature to any and all drug 
treatments to any and all viral diseases indicating any and all viral genotypes. 

(B) The nature of the invention 

Applicant asserts the nature of the invention relates to a method computer implemented 
decision support in selection of a drug therapy, which is agreed with. 

(C) The state of the prior art 

Applicants assert the state of the prior art is evidenced by Pazzani et al. and Lathrop et al. 
which is agreed with for the particular scenario described therein. However, the prior art and the 
instant specification fails to teach the extrapolation of "rules" from the literature for the "rules 
database" in order for one of skill in the art to assess and derive these "rules" as a core- 
committee would perform. With respect to the instant claims Pazzani et al. and Lathrop et al. fail 
to teach: 1) the suitability indication to be based on at least a combination of a first value 
(resistance level) and a second value (confidence level); 2) displaying a ranking which includes 
both the individual drugs and certain combinations of drugs displayed together; 3) based on at 
least a first value indicating the resistance level of the genotype for the drug when present at a 
certain drug level in a patient; and 4) the use of the clade of a virus in selecting a suitable drug 
therapy. The instant specification does not cure the deficiencies of Pazzani et al. and Lathrop et 
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al. for the claimed invention. The specification states the following with respect to rule 
derivation: 

"...the rules of the database are based on the international (peer-received) scientific literature on 
HIV-resistance. The rules are updated frequently and the new rules reflect the latest publications 
on this subject. 

To guarantee the quality of the rules used, the updated rules are first built into a prototype of the 
method described. A large number of independent international clinical and virological experts 
evaluate the new prototype running panels of clinical samples. The feedback of all experts is then 
presented to a core-committee often academic experts who weigh up these contributions to 
determine the final rule." (pages 3-4, beginning on line 34 of the Specification) 

Absent is the process by which these "rules" are derived wherein each rule indicates suitability 

(assignment of resistance level and confidence level). In such absence one of skill in the art 

would be uncertain if Applicant is in possession of the instantly claimed invention. 

(D) The level of one of ordinary skill 

Applicants assert the level of one of ordinary skill in the art is high, which is agreed with. 
While it is acknowledged one of skill in the art may know how to implement a rules database 
wherein a suitability indication is based on a valued indicating resistance level of the genotype 
for that drug. It is the absence of guidance and direction by which the core committee derives 
the "rules" (combination of resistance level and confidence level) for the "rules database", 
thereby failing to enable one of skill in the art to implement a "rules database" wherein the 
suitability indication of the rules is based on at least a combination of a first value indicating 
resistance level of the genotype for the drug and a second value indicating the confidence in the 
first level (i.e. claim 1). 

(E) The level of predictability in the art 

Applicant asserts the level of predictability is high. This is disagreed with. Given the 
guidance provided regarding the derivation of the "rules" for the "rules database" and the core- 
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committee assignment of resistance level and confidence level to attain suitability value the level 

is considered unpredictable (refer to below "the quantity of experimentation needed to make or 

use the invention based on the content of the disclosure") 

(F) The amount of direction provided by the inventor 

Applicant asserts a very significant amount of direction is provided in the present 

application for implementation. However, this is disagreed with wherein the specification is 

devoid of any teaching by way of the derivation and construction of the "rules" for 

implementation in the instantly claimed invention. For clarification of the record the 

specification discloses the following with respect to the first (resistance level), second 

(confidence level), and third (suitability) values: 

"The first value is indicated as resistance level providing information on how much 
resistance is conferred on this drug by this substitution. The resistance level is represented on a 
scale from 0 (low resistance) to 3 (high resistance)... The second value assigned to each drug is 
indicated as confidence level indicating how much support there is for this result in the scientific 
literature. A confidence level has one of the three following levels: 

(1) suggestive evidence; 

(2) proven in vitro, 

(3) proven in vivo 

Finally the third value assigned to each drug is indicated as suitability level and this suitability 
level is based on combining and weighing the resistance level, the drug level, the confidence level 
and clinical experience. This suitability level indicates the suitability of the drug for use with the 
given substitutions of the HIV of a specific patient. Suitability levels range as follows: 

0 or A Can be used 

1 or B Consider use if level A drug not available 

2 or C Consider use if drug at level A or B not available 

3 or D Consider use if drug at level A, B or C not available 

4 or U Not enough data is available to make any comment" (pages 5-6 of the 
Specification). 

Absent is the manner/procedures the core-committee review publications, assigns resistance 
level and confidence level to derive a suitability value, and the parameters that define the 
decision process so that adjustments can be made to the "rules". The derivation of said "rules" is 



considered undue because it is unclear what the core-committee is performing with respect to the 
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scientific literature to make said "rules". Refer to above "state of the prior arf regarding rule 
derivation for the database. 

(G) The existence of working examples 

Applicant asserts the present specification contains an extensive working example at 
pages 7-12 and in Figures 1-3 of the present specification. However, this is disagreed with in so 
far as absent is adequate direction and guidance by which the core-committee is to derive said 
rules. That is, a particular set of rules for a particular disease and drug, but absent is the manner 
and assessments by which the core-committee extrapolates information from the literature such 
that one of skill in the art may also derive a particular set of rules. 

(H) The quantity of experimentation needed to make or use the invention based on the content of 
the disclosure 

In the absence of adequate guidance and working examples by which a core-committee is 

to derive "rules" for the "rules database" one of skill in the art would be required to utilize 

inventive skill to search the the literature, to formulate independent decisions about the literature, 

to make independent judgements about the literature to derive "rules" for the "rules database", 

and to test & validate these derived "rules". Such independent decisions, judgments, tests, & 

validation are not routine and is considered undue experimentation. Applicant is directed to 

Fields, Wilkinson, and Kende v. Conover and Woodward [170 USPQ 276; How-to-Make 

Requirement section] which states: 

"the description must place the invention in the possession of the public as fully as if the art or 
instrument itself had been practically and publicly employed. In order to accomplish this, it must 
be so particular and definite that from it alone, without experiment or the exertion of his own 
inventive skill, any person versed in the art to which it appertains could construct and use it." 
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Therefore, in view of the deficiencies as addressed above (In re Wands manner) one of 
skill in the art would be unable to derive said "rules" thereby making and using the "rules 
database" for the instantly claimed invention. Thus, the specification fails to provide one of skill 
in the art proper guidance to make and/or use the claimed method, computer program device, and 
computer program carrier. 

With respect to Applicant's assertion that a skilled individual is capable of implementing 
the present invention with essentially no experimentation whatsoever (page 9, lines 21-24 of the 
'Remarks' and Paragraphs 18, 20, 22, and 24-26 of the declarations), Applicant is requested to 
provide "rules" for the "rules database" given the following references: 

Dunn et al. Isolation of efficient antivirals: genetic suppressor elements against HIV-1. Gene Therapy. 1999 
January, Volume 6, Number 1, pages 130-137. 

Lewis et al. Zidovudine Induces Molecular, Biochemical, and Ultrastructural Changes in Rat Skeletal Muscle 
Mitochondria. April 1992, Volume 89, pages 1354-1360. 

wherein the above references pertain to HIV (i.e. viral disease) drug treatment using the guidance 

in the specification because the Examiner is unable to do so. 

First Action Final Following Request For Continued Examination 

All claims are drawn to the same invention claimed in the application prior to the entry of 
the submission under 37 C.F.R. § 1.1 14 and could have been finally rejected on the grounds and 
art of record in the next Office action if they had been entered in the application prior to entry 
under 37 C.F.R. § 1.1 14. Accordingly, THIS ACTION IS MADE FINAL even though it is a 
first action after the filing of a request for continued examination and the submission under 37 
C.F.R. § 1.1 14. See M.P.E.P. § 706.07(b). Applicant is reminded of the extension of time policy 
as set forth in 37 C.F.R. § 1.136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 C.F.R. 
§ 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, however, 
will the statutory period for reply expire later than SIX MONTHS from the mailing date of this 
final action. 

No Claims Are Allowed. 

Examiner Informa tion 

Papers related to this application may be submitted to Technical Center 1600 by facsimile 
transmission. Papers should be faxed to Technical Center 1600 via the PTO Fax Center located 
in Crystal Mall 1 . The faxing of such papers must conform with the notices published in the 
Official Gazette, 1096 OG 30 (November 15, 1988), 1 156 OG 61 (November 16, 1993), and 
1 157 OG 94 (December 28, 1993) (See 37 C.F.R. § 1.6(d)). The CM1 Fax Center number is 
either (703) 872-9306. 

Any inquiry concerning this communication or earlier communications from the 
Examiner should be directed to Channing S. Mahatan whose telephone number is (571) 272- 
0717. The Examiner can normally be reached on M-F (8:30-5:00). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael P. Woodward, Ph.D., can be reached on (571) 272-0722. 
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Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that can be 
viewed in the Patent Application Information Retrieval system (PAIR) can now contact the 
USPTO's Patent Electronic Business Center (Patent EBC) for assistance. Representatives are 
available to answer your questions daily from 6 am to midnight (EST). The toll free number is 
(866) 217-9197. When calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the specific nature of 
the problem. The Patent Electronic Business Center will notify Applicants of the resolution of 
the problem within 5-7 business days. Applicants can also check PAIR to confirm that the 
problem has been corrected. The USPTO's Patent Electronic Business Center is a complete 
service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also 
enables Applicants to view the scanned images of their own application file folder(s) as well as 
general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786- 

9199. 
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